Association studies were carried out with Type 2 diabetic patients (n=188) and age-matched normoglycaemic subjects (n=167) randomly chosen from a population-based study in the Netherlands [3] . Glucose tolerance status was confirmed by OGTT in all subjects as described previously [3] . All participants were between 50 and 75 years and of Caucasian origin to avoid bias. Allele frequencies of gene variants in the ALMS1 gene were compared between Type 2 diabetic subjects and matched controls using Fischer's exact tests. ANOVA or linear regression analysis was carried out to test associations with other diabetes related parameters like BMI, glucose and insulin concentrations. A p value of 0.05 or less was considered statistically significant.
We carried out a database search to identify genetic variation in the coding region of the gene. Recently it has been shown that disease-associated gene variants are found more frequently in the coding regions of the gene compared to the non-coding regions [4] . Therefore we have limited our study to these gene variants. A total of 78 SNPs in the ALMS1 gene were described in the public SNP database which is available via the internet Letters AGT) and Lys4031 (Lys-Arg, AAG-AGG). The gene variants at Gly673 and Asp2674 and at Arg2828 and Leu4060 were in complete linkage disequilibrium with each other (n=179 and n=95 respectively). Gene variants at position Asp2678 and Asn3815 were not detected in our cohorts. Therefore we limited our studies to the gene variants at positions Asp2674, Arg2828 and Lys4031, which were subsequently studied in detail in the association studies (Table 1) . Genotypes were determined by PCR-RFLP based methods in each individual after validation of the detection method by direct sequencing.
The observed frequencies were all in Hardy-Weinberg equilibrium (data not shown). Genotype and allele frequencies were not significantly different between patients and control subjects for either of the gene variants (All p>0.2, Table 1 ). Furthermore we did not observe significant associations with other parameters like BMI, glucose or insulin concentrations during OGTT (All p>0.05, Table 1 ). Insulin resistance as calculated by the HOMA insulin resistance index (HOMA IR) was also not significantly different between the different genotypes (p >0.3, Table 1 ). Trends observed in the initial cohort could not be replicated in an independent population-based sample from the Rotterdam study (Type 2 DM, n=95 and NGT, n=188, data not shown) [5] . A priori power calculations showed that we had an 80 percent power to detect differences in allele frequency around 10 percent. We have also reconstructed haplotype combinations of the different gene variants using the PHASE v1.0 program [6] . We observed six different haplotype combinations, however; they were not significantly different between the cases and controls (p>0.2, data not shown). Also the reconstructed haplotypes did not associate with diabetes related parameters (data not shown).
This report describes association studies with gene variants in the coding region of the ALMS1 gene in Type 2 diabetes. The absence of significant associations suggest that the variants observed in our studies are not major factors in the pathogenesis of Type 2 diabetes mellitus or obesity. Furthermore we found no evidence for a disease-associated haplotype. We conclude that known gene variants in the coding regions of the ALMS1 gene are not associated with Type 2 diabetes, BMI or other diabetes related parameters in a population based study in The Netherlands. Further studies in other (larger) cohorts and with gene variants in other parts of this large gene locus are necessary to fully investigate the role of this gene in the pathogenesis of Type 2 diabetes mellitus and/or obesity.
